Differences in endocytosis mediated by FcγRIIA and FcγRIIB2.
An important function of Fcγ receptors is the removal of IgG-containing immune complexes from the circulation. The activating receptor FcγRIIA and inhibitory receptor FcγRIIB2 are both expressed on human myeloid cells, and are both capable of mediating endocytosis of immune complexes. We studied endocytosis of these two receptors expressed by transfection in ts20 Chinese hamster fibroblasts. We find that while FcγRIIA-mediated endocytosis requires the participation of the ubiquitin-conjugating system, the endocytosis of FcγRIIB2 does not. Little if any ubiquitylation of FcγRIIB2 was observed in response to immune complex binding. FcγRIIB2 mediates internalization of immune complexes at a faster rate than FcγRIIA, and facilitates the endocytosis of FcγRIIA upon co-engagement of both receptors. This may represent a novel mechanism by which the inhibitory receptor can reduce signalling from the activating Fcγ receptor.